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1. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

AE(s) adverse event(s)

ANCOVA analysis of covariance

ATC anatomical therapeutic chemical
AUS Australia

BP blood pressure

BPM beats per minute

cm centimeters

CRF(s) case report form(s)

eCRF(s) electronic case report form(s)
FDA Food and Drug Administration
GCP good clinical practice

HEENT head, eyes, ears, nose, and throat
HR heart rate

hr(s) hour(s)

ICH International Conference on Harmonization
ITT intent-to-treat

kg kilograms

LOCF last observation carried forward

LSMean or LSM least squares mean

max maximum

MedDRA Medical Dictionary for Regulatory Activities
mg milligram

min minimum

n number of observations

N number of subjects (sample size)

PP per-protocol

PT preferred term

QST QST Consultations, Ltd.

SAE(s) serious adverse event(s)

SAS® Statistical Analysis System (SAS® Institute Inc., Cary, NC)
SD standard deviation

SOC system organ class
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TEAE(s) treatment-emergent adverse event(s)

TEMP temperature

US United States

WHO World Health Organization

WHO-DDE World Health Organization Drug Dictionary

2. INTRODUCTION

Acne is the most common skin disease in the world and is characterized by partial obstruction of
the pores and associated local skin lesions that can appear on the face, chest or back [1, 2].
Obstructed pores can become enlarged and inflamed as sebum and its breakdown products
accumulate, resulting in visible lesions that can be unsightly and cause permanent scarring [ 1, 2].
Acne usually begins in puberty and affects many adolescents and young adults, but it can occur
at any stage of life. Approximately 85 percent of people between the ages of 12 and 24
experience at least minor acne [3]. Acne often causes significant physical and psychological
problems such as permanent scarring, poor self-image, depression and anxiety [4].

Botanix Pharmaceuticals’ BTX 1503 containing the active pharmaceutical ingredient,
cannabidiol (CBD) in a topical liquid formulation, is being developed for the treatment of acne
vulgaris. CBD is a member of a broader family of compounds knowns as cannabinoids, a class of
compounds originally derived from the cannabis sativa plant [5].

No known well-controlled, human clinical studies have ever been conducted using CBD to treat
skin disease, and no CDB containing pharmaceuticals have been approved to treat skin disease.
Researchers have found that CBD may play a beneficial role in regulating the cutaneous
endocannabinoid system by decreasing unwanted skin cell growth, sebum production and skin
inflammation associated with many human skin diseases [5].

BTX 1503 is a formulation of active synthetic CBD and inactive excipients designed to deliver a
consistent dose of CBD to directly treat patients with acne. It is considered that CBD may:

e normalize excessive lipid synthesis of human sebocytes;

e decrease proliferation (but not the viability) of these human sebocytes;
¢ inhibit hyperproliferation of keratinocytes;

e cxert anti-inflammatory actions; and

¢ have anti-bacterial effects [5, 6].
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This study is designed to investigate the efficacy, safety and tolerability of BTX 1503 in subjects
with moderate to severe acne.

3. STUDY OBJECTIVES

The objective of this study is to assess safety and efficacy of various doses of BTX 1503 liquid
formulation in subjects with moderate to severe acne vulgaris of the face.

4. STUDY DESIGN

4.1 Overall Study Design

This will be a multi-center, randomized, double-blind, vehicle-controlled, parallel group, dose-
finding study in pediatrics, adolescents, and adults (aged 12 to 40 years). Approximately 360
subjects will be enrolled.

There will be five dose groups. All subjects will apply study drug for 84 days.
e BTX 1503 5% twice daily (BID),
e BTX 1503 5% once daily (QD),
e BTX 1503 2.5% once daily (QD),
e Vehicle BID, or
e Vehicle QD.

At the Baseline visit, qualified subjects will be randomized to treatment using an Interactive
Web-based Randomization System (IWRS). The study will be a total of up to 17 weeks in
duration; screening period up to 35 days (5 weeks) and 84 days (12 weeks) of treatment. During
the study subjects will return to the study clinic at Day 14, 28, 56, and 84 (Study Exit).

4.1.1 Schedule of Visits and Assessments

The schedule of assessments can be found in Section 7.3.8 of the protocol.

4.1.2 Method of Assigning Subjects to Treatment Groups

A randomization schedule will be generated by a member in the QST Consultations, Ltd. (QST)
Statistical Services department who is not associated with the conduct or analysis of the study,
using a validated system. The randomization list will not be stratified, but stratification by site
will be accomplished within the Interactive Web-based Randomization System (IWRS).
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Once a subject is deemed eligible to enroll, randomization will occur using an IWRS. The IWRS
will assign a study drug kit number based on a predetermined randomization schedule. The kit
number will be recorded in the electronic case report form (¢CRF). Randomization will be
2:2:2:1:1 (90 subjects in each active group and 45 in each vehicle group) and done by site.

4.1.3 Blinding

The Sponsor, the CRO, the investigator, study site personnel and subjects will be blinded to the
treatment assignment. The randomization schedule will be kept strictly confidential and
accessible only to authorized persons. Only when the study has been completed, the protocol
violations determined, and the study database locked will the randomization schedule be made
available for analysis.

During the study, the randomization code will not be broken except in the case of a safety
concern, either for an individual subject or for the entire study. If a subject has an adverse event
(AE) that may necessitate unblinding of the randomization code, the site will contact the CRO
and sponsor to discuss if there are options other than unblinding. If the site and sponsor agree
that unblinding is in the best interests of the subject, the IWRS system will be used to obtain
treatment assignment information. The Medical Monitor must be notified whenever study
medication is unblinded, preferably prior to unblinding a subject.

S. EFFICACY AND SAFETY ENDPOINTS

5.1 Efficacy Endpoints

For all efficacy evaluations the measurement endpoint is defined at Day 84.
5.1.1 Primary Efficacy Endpoint
The primary efficacy endpoint for the study is:
e Absolute change from Baseline in inflammatory lesion counts at Day 84.
5.1.2 Secondary Efficacy Endpoints
The secondary efficacy endpoints for the study are:
e Absolute change from Baseline in non-inflammatory lesion counts at Day 84,

e The percent change from Baseline in the inflammatory lesion counts at Day 84,

e The percent change from Baseline in the non-inflammatory lesion counts at Day 84,
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The proportion of subjects with at least a 2-grade reduction from the Baseline IGA score
at Day 84,

The proportion of subjects with an IGA score of “clear” or “almost clear” at Day 84, and

The proportion of subjects with an IGA score of “clear” or “almost clear” at Day 84 and
at least a 2-grade reduction from the Baseline IGA score.

Exploratory Efficacy Endpoints

The exploratory efficacy endpoints are:

5.2

The change from Baseline in the total lesion count at Day 84,
The percent change from Baseline in the total lesion count at Day 84,
The change from Baseline in the IGA scores at Day 84,

The absolute and percent change from Baseline in inflammatory, non-inflammatory, and
total lesion counts at Day 14, Day 28, and Day 56,

The proportion of subjects with an IGA score of “clear” or “almost clear” at Day 14, Day
28, and Day 56,

The proportion of subjects with at least a 2-grade reduction from the Baseline IGA score
at Day 14, Day 28, and Day 56,

The proportion of subjects with an IGA score of “clear” or “almost clear” at Day 14, Day
28, and Day 56 and at least a 2-grade reduction from the Baseline IGA score,

The change from Baseline in the Acne-QoL at Day 84, and

Subject’s assessment of the change in their acne from Baseline to Day 84 (Patient
Reported Outcome [PRO]).

Safety Endpoints

Safety will be assessed through adverse events (AEs), cutaneous tolerability (erythema, scaling,
dryness, pruritus, and burning/stinging), complete blood count (CBC), chemistry, and urinalysis
laboratory testing, and physical exam.
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6. STATISTICAL AND ANALYTICAL PLANS
6.1 General Methodology

All statistical processing will be performed using SAS® 9.3 or higher. No interim analyses are
planned. This Phase 2 study is designed to identify the response to two different dosing
frequencies and two concentrations of BTX 1503. Statistical tests applied to the outcomes will be
exploratory. No adjustments for Type I error will occur.

Descriptive statistics will be used to provide an overview of the efficacy and safety results. For
categorical parameters, the number and percentage of subjects in each category will be
presented. For continuous parameters, descriptive statistics will include n (number of subjects),
mean, standard deviation (SD), median, minimum and maximum.

The primary method of handling missing efficacy data in the ITT analysis set will be based on
last observation carried forward (LOCF). Repeated measures analyses will be used on the
observed data as a sensitivity analysis on the primary endpoint and the first secondary endpoint.

The efficacy analysis performed on the ITT population is considered the primary analysis. The
efficacy analysis performed on the per-protocol (PP) population is considered supportive
analysis.

The number of subjects in each analysis set will be summarized. Reasons for study withdrawal
during the study will be summarized using frequencies and percentages by treatment group.

Reported AEs, medical history terms, and prior and concomitant procedures and therapies will
be classified on the basis of Medical Dictionary for Regulatory Activities (MedDRA)
terminology. Prior and concomitant medications will be classified on the basis of World Health
Organization Drug Dictionary (WHO-DDE) terminology.

6.1.1 Statistical Analysis

All analyses will be performed by QST using SAS® Version 9.3 or later. All summary tables
and data listings will be prepared utilizing SAS® software.

The standard operating procedures (SOPs) of QST will be followed in the creation and quality
control of all data displays and analyses.

6.1.2 Baseline Definition

Baseline is defined as the last non-missing assessment prior to first application of study drug.
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6.1.3 Visit Windowing

Data will be summarized based on nominal visit indications with the exception of data captured
at early termination and unscheduled visits. Data from early termination and unscheduled visits
will be summarized based on mapped visit values. The analysis windows for early termination
and unscheduled visits are presented in the following table.

Analysis Windows
Scheduled Visit Target Study Day Window (Days)
Day 14 15 9to21
Day 28 29 22 to 42
Day 56 57 43 to 70
Day 84 85 71 to 98

Data collected at early termination and unscheduled visits prior to study day 9 will not be
analyzed, with the exception of those identified as baseline values. Data collected at early
termination and unscheduled visits after study day 98 will not be included in analyses.

The definition for the study day included in each study window is defined as below:
Study Day prior to Day 1 = Visit Date — Day 1 Date
Study Day on or after Day 1 = Visit Date — Day 1 Date + 1

If an assessment’s mapped visit is a visit at which the subject has data from a scheduled visit
present, or if no analyses are planned for the assessment at the mapped visit, the data collected at
the early termination or unscheduled visit will not be included in analyses.

In the event of multiple values from unscheduled or early termination assessments within an
analysis window, the value closest to the scheduled visit target study day will be used for
analyses. Iftwo values tie as closest to the time point (for example, one value is before and the
other value is after the time point), then the later value will be selected.

Data collected at all visits will be included in the data listings with visit presented as reported by
the site.

6.1.4 Adjustments for Covariates

Baseline lesion count will be a covariate for the efficacy endpoints for acne lesion counts. No
other covariates are planned to be used in the analyses for this study.
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6.1.5 Handling of Dropouts or Missing Data

All efforts will be made to minimize the occurrence of missing data. It is not expected that
dropout rates will differ between groups. Therefore, the primary method of handling missing
efficacy data in the ITT analysis set will be based on last observation carried forward (LOCF).
Summary of efficacy and pharmacology variables for the PP subjects will be based on available
data. No imputation will be done for non-efficacy related variables.

If a partial date is reported where the day is missing, then the day will be imputed as the first day
of the month unless the month is the same month as the first application of study drug then the
day will be that of first application with the month and year remaining the same. If a partial date
is reported where the month is missing, then the month will be imputed to January unless the
year is the same year as the first application of study drug then the month will be that of first
application with the year remaining the same. If a partial date where both the day and month is
missing, follow details as stated previously.

Missing AE start dates will be imputed using partial date imputation rules as previously
described in this Section.

6.1.6 Interim Analyses and Data Monitoring

No interim analysis or data monitoring is planned for this study.

6.1.7 Multicenter Studies

This study will be conducted at multiple investigational sites in the United States and Australia
with the intention of pooling the results for analysis.

6.1.8 Multiple Comparisons/Multiplicity

This Phase 2 study is designed to identify the response to two different concentrations and
dosing frequencies of BTX 1503. Statistical tests applied to the outcomes will be exploratory for
establishing the dose and sample size for Phase 3 studies. No adjustments for Type I error will
occur.

6.1.9 Use of an Efficacy Subset of Subjects

Subjects randomized to study drug who complete the Day 84 visit without noteworthy study
protocol violations, including compliance with study drug application, Day 84 visit window, and
completion of efficacy evaluations on Day 84 will form the PP Population. The noteworthy
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protocol violations will be defined at the time of evaluability evaluation, the time between the
database soft lock and hard lock before unblinding.

Excluding subjects who have noteworthy protocol violations will decrease the variability in
treatment response and will allow for a better determination of dose-response relationship of
BTX 1503.

6.1.10 Active-Control Studies Intended to Show Equivalence

Not applicable to this study.

6.1.11 Examination of Subgroups

Subset analyses will be conducted for the PP analysis set on the primary efficacy endpoint and
for the secondary endpoints, absolute change from Baseline in non-inflammatory lesion counts at
Day 84 and subjects with an IGA score of “clear” or “almost clear” at Day 84 and at least a 2-
grade reduction from the Baseline IGA score. These analyses will be summarized using
descriptive statistics. The specific subsets within the PP analysis set that will be evaluated
include:

¢ Baseline inflammatory lesion count (< median vs > median);
¢ Baseline non-inflammatory count (< median vs > median);

e Baseline total lesion count (< median vs > median and < 80th percentile vs > 80th
percentile);

e Baseline IGA (3 (Moderate) vs 4 (Severe));
e Baseline Acne-QolL:
o Self-Perception domain (< median vs > median),
o Role-Social domain (< median vs > median),
o Role-Emotional (< median vs > median), and
o Acne Symptoms (< median vs > median);

e PRO (Improved (includes responses of much better and slightly better) vs. Same
(includes response of the same) vs Worsened (includes responses of slightly worse and
much worse));

e Geographical region (US vs AUS);
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e Gender (Male vs Female);
e Ethnicity (Hispanic or Latino vs Non-Hispanic or Latino);
e Race (White vs Non-White); and

o Age (12 to <18 vs 18 to <30 vs 30 to 40).

6.1.11.1 Examination of Responders

Responder analyses will be conducted for the primary efficacy endpoint and for the secondary
endpoints, absolute change from Baseline in non-inflammatory lesion counts at Day 84 and
subjects with an IGA score of “clear” or “almost clear” at Day 84 and at least a 2-grade reduction
from the Baseline IGA score. Responders are defined as, 80th percentile showing absolute
reduction in inflammatory lesions from Baseline. These analyses will be summarized using
descriptive statistics. The specific subsets within the responder PP analysis set that will be
evaluated include:

e Baseline inflammatory lesion count (< median vs > median);
e Baseline non-inflammatory count (< median vs > median);

e Baseline total lesion count (< median vs > median and < 80th percentile vs > 80th
percentile);

e Baseline IGA (3 (Moderate) vs 4 (Severe));

e Compliance (percent compliance < median vs > median)
6.2 Disposition of Subjects

The number of subjects included in each analysis population (randomized, ITT, safety, PP) will
be summarized by treatment group. The number of subjects completed and discontinued
(including the reasons for discontinuation) will be summarized for each treatment group.

Subjects who are excluded from an analysis population will be summarized by the reasons for
exclusion.

6.3 Protocol Deviations

Protocol deviations will not be entered into the database. Deviations leading to exclusion from
analysis populations will be identified and summarized.
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6.4 Data Sets Analyzed

6.4.1 Randomized Population

All subjects who are randomized to study treatment will be included in the randomized
population and will be analyzed according to the treatment group they were randomized.
Listings will be presented for all randomized subjects.

6.4.2 Intent-to-Treat (ITT) Population

All subjects in the randomized population will be included in the ITT population and analyzed
according to the randomized treatment group. All efficacy analyses will be presented using the
ITT population.

6.4.3 Safety Population

All subjects in the ITT population, who have at least one confirmed dose of study drug, and have
at least one post-Baseline assessment will be included in the safety population and analyzed
according to the treatment group received. All safety analyses will be performed using the safety
population.

6.4.4 Per-Protocol (PP) Population

All subjects in the ITT population who complete the Day 84 visit without noteworthy study
protocol violations will be included in the PP population and analyzed according to the treatment
group received. The PP population will include subjects in the ITT population who do not meet
any of the following criteria:

e Violated the inclusion/exclusion criteria;

e Have taken any interfering concomitant medication;

¢ Did not complete both IGA and lesion count efficacy assessments at the Day 84 visit;
e Have missed both the Day 28 and Day 56 visits;

e Have not been compliant with the dosing regimen (i.e. subjects must apply 80-120% of
the expected applications of study medication during participation in the study);

e Out of visit window at the Day 84 visit by +5 days;
Subjects that discontinue from the study due to an AE related to study treatment or documented

lack of treatment effect will be included in the PP population. Prior to breaking the blind, other
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additional criteria may be added to the list to accommodate for unforeseen events that occurred
during the conduct of the trial that result in noteworthy study protocol violations.

All efficacy analyses will be performed on the PP population.

6.5 Demographic and Other Baseline Characteristics

All demographic and Baseline summaries will be done on the ITT, PP, and safety populations.

Sex, race, and ethnicity will be summarized by counts and percentages. Age, height (cm), and
weight (kg) will be summarized with descriptive statistics.

Tobacco and alcohol history will be summarized with counts and percentages. Baseline IGA and
inflammatory and non-inflammatory lesion counts will be summarized with descriptive statistics.

Medical histories will be coded using the MedDRA dictionary and presented in a by-subject
listing.

6.6 Prior and Concomitant Medications

Concomitant medications will be coded to preferred name and Anatomical Therapeutic Chemical
(ATC) classification of ingredients using the World Health Organization (WHO) Drug dictionary
(WHO-DDE).

Counts and percentages will be provided to summarize the use of concomitant medications other
than the study drug reported throughout the study. The number and percent of subjects who took
other therapy will be shown by ATC level 2 term and preferred name. Medications which start
prior to first application will be considered prior medications. Ongoing medications and
medications ending after the date of first application will be considered concomitant
medications. Incomplete start and end dates which could be either prior to first application or
after first application will be considered prior to first application.

A by-subject listing of all prior and concomitant medications will be presented.

6.7 Concomitant Antibiotic Therapies

Concomitant antibiotic therapies will be determined by the sponsor prior to database lock.

Counts and percentages will be provided to summarize the use of concomitant antibiotic
therapies reported throughout the study. The number and percent of subjects who took
concomitant antibiotic therapies will be shown by ATC level 2 term and preferred name.

A by-subject listing of all concomitant antibiotic therapies will be presented.
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6.8 Analysis of Efficacy

The efficacy analyses will be performed using the ITT (primary) and PP (supportive) analysis
sets. The lesion count and IGA analyses will employ the methods for handling missing data as
described by Section 6.1.5. Lesion count and IGA data will also be shown in by-subject listings.

6.8.1 Primary Efficacy Analysis

Absolute change from Baseline to Day 84 in inflammatory lesion counts will be analyzed using
either parametric or non-parametric methods consistent with the statistical assumptions required
to support the analyses. Specifically, the tests of superiority will be based on an ANCOVA with
factors of treatment (with the vehicle treatment groups combined) and the respective Baseline
lesion count as a covariate, or on ranked data submitted to an ANCOVA with factors of
treatment and the respective Baseline lesion count as a covariate.

A skewness test, based on the methods presented by J.H. Zar (1984), will be applied to the
residuals resulting from an ANCOVA. A two-sided p-value for the skewness test significant at
0.01 will imply the use of the non-parametric method. If a parametric analysis is indicated, the
results of the parametric analysis will be considered the primary analysis. Should a non-
parametric analysis be indicated, the absolute changes in inflammatory lesions will be rank
transformed prior to submitting them to the ANCOVA. Results of the rank-transformed analyses
then will be considered the primary analysis; however, results of the non-ranked transformed
analyses will also be presented.

6.8.2 Secondary Efficacy Analysis

6.8.2.1 Lesion Counts

The absolute change from Baseline in non-inflammatory lesion count at Day 84 will be
summarized similarly as absolute change from Baseline for inflammatory lesion count (primary
efficacy endpoint). Percent change from Baseline to Day 84 in inflammatory and non-
inflammatory lesion counts will be analyzed using the same ANCOVA method described for the
primary endpoint.

6.8.2.2 Investigator Global Assessment

The proportion of subjects with at least a 2-grade reduction from the Baseline IGA score at Day
84 will be analyzed with logistic regression. Pairwise tests will be conducted comparing the
treated groups to a combined vehicle. The proportion of subjects with an IGA score of “clear” or
“almost clear” at Day 84 will be analyzed using the same logistic method as described above.
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The IGA will be dichotomized into “success” and “failure”, with a subject considered a
“success” at each individual visit if the IGA at that visit is Clear (“0”) or Almost Clear (“1”) and
at least 2 grades less than the Baseline score. The proportion of subjects who are dichotomized to
success at Day 84 will be analyzed using the same logistic method as described above.

6.8.3 Exploratory Efficacy Analysis

6.8.3.1 Lesion Counts

The absolute and percent change from Baseline in the total lesion count at Day 84 will be
summarized with descriptive statistics.

Additional comparisons between vehicle BID to BTX 1503 BID and vehicle QD to each BTX
1503 QD group for the absolute and percent change from Baseline to Day 84 in inflammatory
and non-inflammatory lesion counts will be analyzed using either parametric or non-parametric
methods consistent with the approach used for the primary endpoint using an ANCOVA with
factors of treatment where no treatment groups are combined and the respective Baseline lesion
count as a covariate or on ranked data submitted to an ANCOVA with factors of treatment where
no treatment groups are combined and the respective Baseline lesion count as a covariate.

A further comparison will be made between vehicle QD to a combined BTX 1503 QD group for
the absolute and percent change from Baseline to Day 84 in inflammatory and non-inflammatory
lesion counts using an ANCOVA with factors of treatment where the two BTX 1503 QD
treatment groups are combined and the respective Baseline lesion count as a covariate or on
ranked data submitted to an ANCOVA with factors of treatment where the two BTX 1503 QD
treatment groups are combined and the respective Baseline lesion count as a covariate.

The absolute and percent change from Baseline in inflammatory, non-inflammatory, and total
lesion counts will be summarized at Day 14, Day 28, and Day 56. The absolute and percent
change from Baseline in inflammatory, non-inflammatory, and total lesion counts at Day 14, Day
28, and Day 56 will be analyzed using the same ANCOV A method used for the primary
endpoint as well as the additional testing described above in this section.

6.8.3.2 Investigator Global Assessment

The dichotomized IGA success at Day 84 will be analyzed with an additional logistic regression
analysis where no treatment groups are combined. Pairwise tests will be conducted comparing
the vehicle BID to BTX 1503 BID and comparing the vehicle QD to each BTX 1503 QD group.
The dichotomized IGA success at Day 84 will additionally be analyzed with a logistic regression
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where the two BTX 1503 QD treatment groups are combined. Pairwise tests will be conducted
comparing the vehicle QD to BTX 1503 QD combined.

The change from Baseline in the IGA scores at Day 14, Day 28, Day 56, and Day 84 will be
summarized with descriptive statistics. The proportion of subjects who are dichotomized to
success at Day 14, Day 28, and Day 56 will be summarized with proportions. The dichotomized
success at Day 14, Day 28, and Day 56 will also be analyzed using the same logistic method as
in the secondary efficacy analysis as well as the additional testing described above in this
section.

6.8.3.3 Acne-QoL

The change from Baseline in the Acne-QoL. domain scores at Day 84 will be summarized with
descriptive statistics by domain score and treatment group. Domains for the Acne-QoL include
Self-Perception, Role-Social, Role-Emotional, and Acne Symptoms. Responses will be coded
numerically on a scale from 0 (‘extremely’ or ‘extensive’) to 6 (‘not at all’ or ‘none’) within each
domain. All questions in each domain will be summed to get the total domain score.

Self-Perception includes Q1, Q2, Q3, Q6, and Q10; Role-Social includes Q11, Q12, Q13, and
Q14; Role-Emotional includes Q4, Q5, Q7, Q8, and Q9; and Acne Symptoms includes Q15,
Ql16,Q17, Q18, and Q19 (Martin 2001).

Domain scores as well as individual question responses will be listed in a by-subject listing.

6.8.3.4 Patient Reported Outcome (PRO)

The PRO will be summarized with counts and percentages by treatment group.

PRO results will also be shown in a by-subject listing.

6.9 Sensitivity Analyses

A sensitivity analysis will be performed using the ITT population. The primary and the first
secondary endpoints (change from Baseline in inflammatory and non-inflammatory lesion
counts) will be analyzed using a repeated measures ANCOVA, with treatment group and visit as
independent factors and the Baseline value as a covariate.

proc mixed data = datain method = ML;
class SUBJECT TRT VISIT;
model CHG = TRT VISIT TRT * VISIT BASE / solution;
repeated VISIT / subject = SUBJECT type = cs;
lsmeans TRT | VISIT / diff;

run;
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6.10 Safety Evaluation

6.10.1 Extent of Exposure

The extent of exposure to study drug in each treatment group will be summarized by total
number of days of exposure, total number of applications, number of missed applications,
number and percentage of subjects who are compliant, average amount of study drug used per
day (g/day), and amount of drug used total (g). A subject will be considered compliant with the
dosing regimen if the subject applied 80% to 120% of the expected number of applications while
enrolled in the study.

The total amount of study drug used will be calculated from the drug accountability using the
recorded weights. The difference between the dispensed weight and the returned weight for each
pump will be summed over all pumps to get the total amount of study drug used. The total
amount of study drug used will be divided by the total number of exposure days to get the
average amount of study drug used per day.

The total number of days of exposure is as follows:
Date of Last Application — Date of First Application + 1.

It will be assumed the BID subjects were expected to have 2 applications on the Date of First
Application. It will also be assumed the BID subjects were expected to have only 1 application
on the Date of Last Application unless there is evidence to suggest otherwise (i.e. dosing
deviation log indicates 2 doses were expected).

The total number of applications taken for BID subjects is as follows:

2 applications expected on Date of Last Application: 2*(Date of Last Application — Date
of First Application + 1) — (Number of doses marked as missed on the CRF);

1 application expected on Date of Last Application: 2*(Date of Last Application — Date
of First) + 1 — (Number of doses marked as missed on the CRF).

The total number of applications taken for QD subjects is as follows:

(Date of Last Application — Date of First Application + 1) — (Number of doses marked as
missed on the CRF).

The total number of applications expected for BID subjects is as follows:
2 applications expected on Date of Last Application: 2*(Date Subject Ended Participation

— Date of Randomization + 1);

Page 21 0f 192

CONFIDENTIAL



e ST CONSULTATIONS, LTD.

Statistical Analysis Plan
Botanix BTX.2018.001
Version: vl

Date: 24 MAY 2019

1 application expected on Date of Last Application: 2*(Date Subject Ended Participation
— Date of Randomization) + 1.

The total number of applications expected for QD subjects is as follows:

Date Subject Ended Participation — Date of Randomization + 1.
If the total number of applications for BID subjects exceeds 178 then it will be set to 178.
If the total number of applications for QD subjects exceeds 89 then it will be set to §89.

Compliance will be calculated as a percentage as 100 times the total number of applications
taken divided by the total number of applications expected while enrolled in the study.

6.10.2 Adverse Events

All AEs that occur during the study will be recorded and classified on the basis of Medical
Dictionary for Regulatory Activities (MedDRA) terminology. Treatment-emergent AEs
(TEAEs) are defined as AEs with an onset on or after the date of the first study drug application.
Adverse events noted prior to the first study drug administration that worsen after Baseline will
also be reported as AEs and included in the summaries.

An overall summary of TEAEs will be presented showing the number of subjects reporting at
least one TEAE, number reporting at least one SAE, number reporting at least one TEAE leading
to study discontinuation, and number of TEAEs by severity and by relationship for each
treatment group. The total number of AEs will also be presented as part of the overall summary
of TEAEs. Treatment-emergent AEs will be summarized by system organ class and preferred
name. Serious TEAEs, Related TEAEs, Severe TEAESs, and TEAEs leading to study
discontinuation will also be summarized by system organ class and preferred name.

In addition, a listing of all AEs, a listing of Serious AEs, and a listing of subjects who
prematurely discontinue from the study due to an AE will be provided.

No statistical inference between treatments will be performed on AEs.

6.10.2.1 Drug Abuse and Liability Assessments

Adverse events associated with potential abuse or overdose will be recorded and classified by
MedDRA System Organ Classifications (SOC) and MedDRA Preferred Terms (PTs) as outlined
in the Safety Management Plan. The incidence of abuse related AEs will be summarized by
treatment group using frequency counts and percentages.

A by-subject listing of abuse related AEs will also be presented.
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6.10.3 Clinical Laboratory Evaluation

Laboratory test results will be summarized with descriptive statistics at Baseline and Day 84.
Additionally, shifts from Baseline to Day 84 in laboratory test results based on normal ranges
will be summarized with frequency counts and percentages. Individual laboratory test results as
well as pregnancy test results will be presented in a by-subject listing.

6.10.4 Other Observations Related to Safety

6.10.4.1 Cutaneous Tolerability Assessments

Cutaneous tolerability (erythema, scaling, dryness, pruritus, and burning/stinging) will be
summarized at each visit using counts and percentages by treatment group. In addition, worst
post-Baseline grade will be summarized by treatment group using counts and percentages. Any
incident of mild, moderate, or severe post-Baseline results will be summarized by treatment
group using counts and percentages.

6.10.4.2 Physical Examination

Physical examination data will be presented in a by-subject listing.

7. DETERMINATION OF SAMPLE SIZE

The sample size for this study is based on clinical considerations only. Subjects will be
randomized 2:2:2:1:1 with 90 subjects in each active treatment group and 45 subjects in each
vehicle group for a total 360 subjects. This is considered adequate to evaluate the safety and
tolerability of BTX 1503 in the treatment of acne vulgaris.

8. CHANGES IN THE PLANNED ANALYSES

There are no changes in the conduct of the study or planned analyses.
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